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Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 
p enile No. (70 ^05-3230 _ 
Form PCT/lPBA/416(July 1992) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US99/25187 



I. Basis f the report 



1. With regard to the dements of the international application:* 
the international application as originally filed, 
the description: 



□ 



□ 



pages 1-14 


as 


paces NONE 


» 


paces NONE 




the claims: 




paces 15 and 16 




paces NONE 


* 


paces NONE 


» 


paces NONE 




the drawings: 




paces NONE 




paces NONE 




paces NONE 




the sequence listing 


part 


paces NONE 


» 


paces NONE 




paces NONE 





_j_ as originally filed 



filed with the letter of 
z as originally filed 



filed with the demand 
filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 
These elements were available or furnished to this Authority in the following language which is: 



□ 



the language of a translation furnished for the purposes of international search (under Rule23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination(under Rules 
55.2 and/or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in printed form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form . 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing 
has been furnished. 

4. The amendments have resulted in the cancellation of 

| | the description, pages NONE 
I I the claims, Nos. NONE 
| | the drawings, sheets/fig NONE 

5. EZ1 rep 011 ^ been established as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sneeis which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in 
this report as ''originally filed** and are not annexed to this report since they do not contain amendments (Rules 70.16 and 70.17). 
*♦ Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 



□ 
□ 
□ 
□ 
□ 

□ 



Form PCT/IPEA/409 (Box I) (July 1998) 



c 




International application No. 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



PCT/US99/25187 



IV. Lack of unity of invention 



1 




2 



□ 



This Authority found that the requirement of unity of invention is not complied with and chose, according to 
Rule 68.1, not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention is accordance with Rules 13.1, 13.2 and 13.3 is 




complied with. 

not complied with for the following reasons: 



Group I, claims 1-2, drawn to a method of preventing and reducing pain in an animal. 

Group II, claims 3-7, drawn to a non-human animal model and a method for producing said non-human animal model. 
The inventions listed as Groups I and II do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT 
Rule 13.2, they lack the same or corresponding special technical features for the following reasons: the special technical feature of 
the Group I invention is a method of preventing or reducing lower back pain in an animal by adrninistering methotrexate, while the 
special technical feature of the Group II invention is the animal model and the method of making the animal model. Since the special 
technical feature of the Group 1 invention is not present in the Group II invention being claimed and the special technical feature in 
the Group II invention is not present in the Group I invention being claimed, unity of invention is lacking. 



4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 



/ 



all parts. 




the parts relating to claims Nos. 
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International application No. 
PCT/US99/25187 


V. Reasoned statement under Article 35(2) with regard t novelty, inventive step or industrial applicability; 
citati ns and explanati ns supporting such statement 


1 QTATPMPMT 








Novelty (N) 


Claims 3-7 




YES 




Claims 1-2 




NO 


Inventive Step (IS) 


Claims NONE 




YES 


Claims 1-7 




NO 


Industrial Applicability (IA) 


Claims 1-7 




YES 


Claims NONE 




NO 



2. CITATIONS AND EXPLANATIONS (Rule 70.7) 

Claims 1-2 lack novelty under PCT Article 33(2) as being anticipated by Geyer et al. The claims are drawn to a method of 
preventing or reducing pain comprising administering methotrexate and an animal model and method of making an animal model. 
Geyer et al. teach administration of methotrexate to adult rats via the lateral cerebral ventricle, before irradiating the cervical spine. 
Methotrexate administration resulted in protection against white matter necrosis and paralysis, (see abstract) 

Claims 1-7 lack an inventive step under PCT Article 33(3) as being obvious over Mori et al. The claims are drawn to a method of 
preventing or reducing pain comprising administering methotrexate and an animal model and method of making an animal model. 
Mori et al. teach administration of methotrexate to mice, rats, guinea pigs and dogs. He demonstrates that methotrexate has an 
analgesic effect with regard to pain response to acetic acid induces writhing in mice. It differs in that there is not a surgical method 
recited for inducing pain in an animal model. Although there is not surgical method, it would have been obvious to evaluate an agent 
for pain relief in an animal by ligating the L5 spinal root to produce pain since the above cited art induces pain in an animal to 
evaluate methotrexate for pain relief. The motivation to employ methotrexate for pain relief purposes arises from the clear teaching 
of the prior art that that methotrexate has been employed for pain relief. 

Applicant's response to the Written Opinion dated 02 April 2001 has been entered and considered. 

NEW CITATIONS 

NONE 
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To: 

JANE MASSEY LICATA 
LAW OFFICES OF JANE MASSEY LICATA 
66 E. MAIN STREET 
MARLTON. NJ 08053 

Status Report 
Docket Book 



Docket System . 
tus Repo 
:ket Boo) 

tfftolo) 



Date of Mailing 
(day/month/year) 



PCT 

WRITTEN OPINION 
(PCT Rule 66) 

1 6JMAR 1001} 



Applicant's or agent's file reference 
DC0121 



REPLY DUE 



within 1 months/days from 
the above date of mailing 



International application No. 
PCT/US99/25187 



International filing date (day/month/year) 
28 October 1999 (28, 10. 1999) 



Priority date (day/momh/year) 
07 December 1998 (07.12.1998) 



International Patent Classification (IPC) or both national classification and IPC 
IPC(7): A61K 31/195 and US CL: 514/565 



Applicant 

TRUSTEES OF DARTMOUTH COLLEGE 



1. This written opinion is the first (first, etc,) drawn by this International Preliminary Examining Authority. 

2. This opinion contains indications relating to the following items: 

Basis of the opinion 



Lack of unity of invention 

Reasoned statement under Rule 66.2 (a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 



I 


I2SI 


II 


□ 


in 


□ 


IV 




V 


IB 


VI 


□ 


VII 


□ 


vin 


□ 



3. The applicant is hereby invited to reply to this opinion. 

When? See the time limit indicated above. The applicant may, boforo tho expiration of that timo limit, request 
this Authority to grant an oxtonaion. S oo rule 66.2(d). 

How? By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 

For the form and the language of the amendments, see Rules 66.8 and 66.9. 

Also For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or arguments, see Rule 66.4 bis. 

For an informal communication with the examiner, see Rule 66.6 
If no reply Is filed, the international preliminary examination report will be established on the basis of this opinion. 

4. The final date by which the international preliminary 
examination report must be established according to Rule 69.2 is: 07 April 2001 (07.04.2001) 
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PCT 

WRITTEN OPINION 
(PCT Rule 66) 


(day/moMhfyear) 1 6 MAR 2001 


Applicant's or agent's file reference 
DC0121 


REPLY DUE 

within 1 months/days from 
the above date of mailing 


International application No. International filing date (day/month/year) Priority date (day/month/year) 
PCT/US99/25187 28 October 1999 (28. 10. 1999) 07 December 1998 (07. 12. 1998) 


International Patent Classification (IPC) or both national classification and IPC 
IPC(7): A61K 31/195 and US CL: 514/565 


Applicant 

TRUSTEES OF DARTMOUTH COLLEGE 



This written opinion is the first (first, etc,) drawn by this International Preliminary Examining Authority. 
This opinion contains indications relating to the following items: 



in 

IV 

v 



i. 

2. 

I LXJ Basis of the opinion 
II Q Priority 

| 1 Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 66.2 (a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

VI \^} Certain documents cited 

VII £Z1 Certain defects in the international application 
VIC EZ] Certain observations on the international application 

3. The applicant is hereby invited to reply to this opinion. 

When? See the time limit indicated above. The applicant may, before tho expiration of that time limit, roquoot 
this Authority to grant an e xtension. Soo rule 66.2(d). 

How? By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 

For the form and the language of the amendments, see Rules 66.8 and 66.9. v 

Also For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or arguments, see Rule 66.4 bis. 
For an informal communication with the examiner, see Rule 66.6 

If no reply is filed, the international preliminary examination report will be established on the basis of this opinion. 

4. The final date by which the international preliminary 

examination report must be established according to Rule 69.2 is: 07 April 2001 (07.04.2001) 




Name and mailing address of the IPEA/US 

Commissioner of Patau and Trade mirks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703)306-3230 



Fonn PCT/IPEA/408 (cover sheet)(July 1998) 



WRITTEN OPINION 



vJ 

International application No. 
PCT/US99/25187 



I. Basis f the opinion 



1. With regard to the elements of the international application: * 

[X] the international application as originally filed 

I I the description: 

pages M4 , as originally filed 

pages , filed with the demand 

, filed with the letter of 



1 I the claims: 
pages 15-16 

pages 

pages 

pages 



_t as originally filed 

as amended (together with any statement) under Article 19 

filed with the demand 
~ filed with the letter of 



I I the drawings: 

pages 

pages 

pages 



_j, as originally filed 
_, filed with the demand 
~, filed with the letter of_ 



I I the sequence listing part of the description: 

pages t as originally filed 

pages , filed with the demand 

, filed with the letter of _ 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I the language of a translation furnished for the purposes of international search (under Rule23.1(b)). 
I the language of publication of the international application (under Rule 48.3(b)). 

| the language of the translation furnished for the purposes of international preliminary examinatJon(under Rules 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino add sequence disclosed in the international application, the written 
opinion was drawn on the basis of the sequence listing: 

I | contained in the international application in printed form. 

I I filed together with die international application in computer readable form. 

I | furnished subsequently to this Authority in written form. 

I | furnished subsequently to mis Authority in computer readable form. 

I | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
| | The statement that the information recorded in computer readable form is identical to the written sequence listing 

has been furnished. 

4. O The amendments have resulted in the cancellation of: 



□ 
□ 



the description, pages . 

the claims, Nos. 

the drawings, sheets/fig. 



5. 1 1 This opinion has been drawn as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in 
this opinion as 'originally filed. 9 
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International application No. 


WRITTEN OPINION. 




PCT/US99/25187 


IV. Lack of unity of invention 



1. In response to the invitation (Form PCT/IPEA/405) to restrict or pay additional fees the applicant has: 
I I restricted the claims. 



paid additional fees. 
I I paid additional fees under protest. 
I I neither restricted nor paid additional fees. 



2. This Authority found that the requirement of unity of invention is not complied with for the following reasons and 
chose, according to Rule 68.1, not to invite die applicant to restrict or pay additional fees: 



3. Consequently, the following parts of die international application were the subject of international preliminary 
examination in establishing this opinion: 

1^1 all parts. 

I I the parts relating to claims Nos. . 
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V. Reasoned statement under Rule 66\2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. STATEMENT 



Novelty (N) 



Claims NONE 
Claims 1-7 



YES 
NO 



Inventive Step (IS) 



Claims NONE 
Claims 1-7 



_YES 
NO 



Industrial Applicability (IA) 



Claims 1-7 



Claims NONE 



_YES 
NO 



2. CITATIONS AND EXPLANATIONS 

Claims 1-7 lack novelty under PCT Article 33(2) as being anticipated by Geyer et al. (Intl. J. Oncology, Biology, Physics, August 
1988). The claims are drawn to a method of preventing or reducing pain comprising administering methotrexate and an animal 
model and method of making an animal model. Geyer et al. teach administration of methotrexate to adult rats via the lateral cerebral 
ventricle, before irradiating the cervical spine. Methotrexate administration resulted in protection against white matter necrosis and 
paralysis (see abstract). 

Claims 1-7 lack inventive step under PCT Article 33(3) as being obvious over Mori et al. The claims are drawn to a method of 
preventing or reducing pain comprising administering methotrexate and an animal model and method of making an animal model. 
Mori et al. teach administration of methotrexate top mice, rats, guinea pigs and dogs. He demonstrates that methotrexate has an 
analgesic effect with regard to pain response to acetic acid induces writhing in mice. It differs in that there is not a surgical method 
recited for inducing pain in an animal model. Although there is no surgical method, it would have been obvious to evaluate an agent 
for pain relief in an animal by ligating the LS spinal root to produce pain since the above cited art induces pain in an animal to 
evaluate methotrexate for pain relief. The motivation to employ methotrexate for pain relief purposes arises from three clear teaching 
of the prior art that methotrexate has been employed for pain relief. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of Certain Documents Cited 
1. Certain published documents (Rule 70. 10) 
Application No Publication Date 

Patent No. (day/month/year) 
None None 



Filing Date 
(day/month/year) 
None 



Priority date (valid claim) 
(day/month/year) 
None 



2. Nan-written disclosures (Rule 70.9) 



Kind of non-written disclosure 
None 



Date of non- written disclosure 
(day/moruhfyear) 
None 



Date of written disclosure referring to 
non-written disclosure 
(day /month/year) 
None 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



TIME LIMIT: 

The time limit set for response to a Written Opinion may not be extended. 37 CFR 1.484(d). Any response received after the 
expiration of the time limit set in the Written Opinion will not be considered in preparing the International Preliminary Examination 
Report 
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ATTACHMENT TO CHAPTER II PCT TELEPHONE MEMORANDUM 

FOR 

LACK OF UNITY OF INVENTION 



Detailed Reasons For Holding Lack of Unity of Invention: 

The inventions listed as Groups I and n do not relate to a single general inventive concept under PCT Rule 13.1 
because, under PCT Rule 13.2, they lack the same or corresponding special technical features for the following 
reasons: the special technical feature of the Group I invention is a method of preventing or reducing lower back 
pain in an animal by administering methotrexate, while the special technical feature of the Group II invention is 
the animal model and the method of making the animal model. Since the special technical feature of the Group I 
invention is not present in the Group n invention being claimed and the special technical feature in the Group II 
invention is not present in the Group I invention being claimed, unity of invention is lacking. 



Note: A copy fthis form must be attached to the Opinion/Fin IR port, 
USPTO/499 (August 1997) B 
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(30) Priority Data: 
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pain with identified agents such as methotrexate are also provided. 
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